Locus 1q21.3, rs11810571 (TDRKH): The function of TDRKH is unknown in the literature, whereas the functions of the isoforms encoded by RORC, RORγ and RORγt are complex and widely studied 1 .
Supplementary Note
Summary of the candidate genes in the novel associated loci Locus 1q21.3, rs11810571 (TDRKH): The function of TDRKH is unknown in the literature, whereas the functions of the isoforms encoded by RORC, RORγ and RORγt are complex and widely studied 1 .
Locus 3p21.31, rs7623687 (RHOA, AMT, TCTA, CDHR4 and KLHDC8B): RHOA (Ras homolog gene family, member A) is a small GTPase protein from the Rho family. The effects of RHOA are not all known it is primarily associated with cytoskeleton regulation, mostly actin stress fibers formation and actomyosin contractility. The RhoA/Rho-associated coiled-coil-forming kinase (ROCK) pathway participates in acute myocardial infarction and inhibiting of this pathway with atorvastatin improves the post-infarct microenvironment 2 . The AMT gene provides instructions for making an enzyme called aminomethyltransferase. This is one of four subunits that make up glycine cleavage enzyme. This complex is active in mitochondria. Mutations in this gene are responsible for ~15% of the glycine encephalopathy 3 . Only a few studies have been studying the role of TCTA (T-cell leukemia translocation-altered), it has been reported to play a role in human tumorigenesis and osteoclastogenesis 4 Little is known about TMED10's function. TMED10 is thought to be a type I membrane protein that is localized to the plasma membrane and golgi cisternae, involved in vesicular protein trafficking. NEK9 recently reported to be a cause for a lethal skeletal dysplasia. Loss of function results in defects of fibroblasts including a reduced proliferation capability and delayed cell cycle progression through the G1/S boundary and S-phase and could also be involved in ciliopathy 18 30 but is in low LD with the 2 signals identified in our study. The heterogeneous nuclear ribonucleoprotein U-like 1 (HNRPUL1) gene encoding for a hetero-geneous ribonuclear protein believed to be involved in mRNA processing and transport 31, 32 , candidate studies found significant associations between variants and CAD in high risk people with familial hypercholesteromelia 33 .
Nothing is known for CCDC97 (Coiled-Coil Domain Containing 97), but it has been recently studied as a candidate for regulatory mechanisms of CAD, together with TGFB1 30 . This study showed that while the 3′-untranslated region variant at CCDC97/TGFB1, rs2241718, was predicted to affect binding, this variant might not alter endogenous CCDC97 levels, but rather serve as an enhancer for neighboring TGFB1 in human coronary artery smooth muscle cells.
Definitions used for UK Biobank analyses
Prevalent and incident coronary artery disease (CAD), hypercholesterolemia, hypertension, diabetes, myocardial infarction (MI), heart failure, atrial fibrillation / flutter, cerebral infarction was derived from self-reported (touchscreen questionnaire and verbal interview) and/or the diagnosis was captured using the Hospital Episode divided by 3. When multiple measurements during firs visit were available the mean of all measurements were averaged and used in the analysis. In the UK Biobank cohort PWV for ASI assessment was measured using the PulseTrace PCA2
(CareFusion, San Diego, USA) (Field-ID 21021). The PulseTrace PCA2 uses finger photoplethysmography to obtain the pulse waveform during a 10-15 seconds measurement using an infrared sensor clipped to the end of the index finger 34 . When multiple measurements were available the mean of all measurements were averaged and used in the analysis.
Beta-blocker medication codes: 1140866724, 1140866738, 1140860192, ) was based on the Europeans of 1000 Genomes Phase 1 v3. P-values were based on the CARDIoGRAMplusC4D GWAS data to provide an accurate overview of the P-value distribution among variants at each locus.
